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Figure 1(A) A timeline over the study. (B) Scatter plots over individual
cytokine concentrations at ﬁrst (þ) and second (x) examinations with box
plots summarizing the examinations using the timeline as x-axis. Boxes
represent the median and quartiles, whiskers the 10th and 90th percen-
tiles, and the box widths the relative sample sizes at the two examina-
tions. Tables show median (25th and 75th percentiles) concentrations with
p-values from related-samples Wilcoxon signed-rank test from compar-
Abstracts / Osteoarthritis and Cartilage 23 (2015) A26eA81A50signaling pathway led to increased expression of various MMPs, that we
should be able to decrease the expression of MMPs by blocking theWnt
signaling pathway. Immediate inhibition of Wnt signaling in human OA
synovium by addition of FrzB, a general Wnt inhibitor, or DKK-1,
selectively blocking canonical Wnt signaling, led to signiﬁcantly
decreased expression of MMP1, MMP3, MMP9 and MMP13. In contrast,
increased Wnt signaling did not result in an upregulation of S100
proteins.
Conclusions: S100 proteins are able to increase Wnt signaling. Can-
onical Wnts produced in the synovium may play an important role in
OA pathology. Stimulation of human OA synoviumwith Wnts increases
the expression of MMPs, whereas blockingWnt signaling in OA synovial
tissue results in decreased expression of MMPs. This underlines
increased Wnt signaling during OA to be a potential target for therapy.
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Purpose: To investigate the prognostic value of matrix metal-
loproteinase (MMP)-dependent degradation of C reactive protein (CRP)
(CRPM) and connective tissue type I collagen turnover (C1M) on the
incidence and progression of radiographic osteoarthritis (OA) of the
knee and hip in the Rotterdam Study. Moreover, independent effect of
these biomarkers to the established biomarkers of OA progression, type
II collagen degradation (CTX-II) and serum cartilage oligomeric protein
(COMP), was evaluated.
Methods: Serum levels of C1M, CRPM, COMP and CRP of 1335 partic-
ipants aged >55 years were measured in fasting serum using ELISA. The
commercial ELISA detecting CTX-II was used in urine (uCTX-II). X-rays at
baseline and 5 years follow-upwere scored for radiographic OA stage by
Kellgren-Lawrence grade. The associations between OA and the bio-
markers were examined using logistic regression and generalized
estimating equations adjusted for age, sex, BMI, and possible other
confounders. Prediction value of the biomarkers was evaluated com-
pared with demographic characteristics and joint pain.
Results: The uCTX-II and COMP concentrations were associated with
the prevalence, incidence, and progression of OA. C1M, CRPM and CRP
were not associated with prevalence of OA. However, higher levels of
CRP were associated with incidence risk of knee and hip OA. Moreover,
OA progression was positively associated with CRPM (OR¼1.2, 95%
CI¼1-1.5, p¼0.04) and CRP (OR¼1.3, 95%CI¼1-1.6, p¼0.03) levels
independent of uCTX-II and COMP.
Conclusions: Our study conﬁrmed the associations between uCTX-II
and COMP concentrations and hip OA and/or knee OA progression.
Moreover, we showed for the ﬁrst time that a MMP-dependent tissue-
inﬂammation marker predicts the risk of OA progression independent
of established biomarkers uCTX-II and COMP.
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Purpose: To investigate in an exploratory study whether synovial ﬂuid
concentrations of pro-inﬂammatory cytokines, or changes in concen-
tration over time, are associated with progression of radiographic knee
osteoarthritis (OA) and patient-reported outcomes in subjects with
previous meniscectomy.
Methods: We studied 132 subjects at two time points after menis-
cectomy. At ﬁrst examination they were mean (range) 52 (32-73) years
old and had been meniscectomized 18 (15-22) years earlier, with asecond examination 7.5 (4-10) years later (Fig. 1A). We obtained
synovial ﬂuid, patient-reported outcomes, semiﬂexed weightbearing
tibiofemoral and skyline patellofemoral radiographs at both exami-
nations; 71 subjects had synovial ﬂuid available from both examina-
tions. We measured synovial ﬂuid concentrations of interleukin (IL)-6,
IL-8 and tumor necrosis factor (TNF)-a by a multiplex immunoassay
(Meso Scale Discovery). Radiographs were read according to the OARSIisons of cytokine levels at ﬁrst and second examinations.
